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v^iJ^a (C5~C8) T)V^:y^ ^ u (C7~C8) T JVi3 ly ^ ify^a^y" 

-x-A'''- (i<:4'. -x-fi-o-. -s-^fdfi-N (R") - (R''fi7K 

it^m (I) ~ (I I I) (Dmm t i.xn^i.v ^pm^j:^miis mm(Dmm 

^(D^mcoit^!^ (I) - (J I I) i6x-(jmmt Lxnm^^ti^^fhh<D^ 
m\^Wi^fMyT:^7-\^:i-m'i^wt\^x^^-t^^ti)--hv) ^ z.(Dmnn^ m,-^ 
^(DmmcDit^m (d ~ (i i d ioxx^mmt \^xnm^ri^t(Dm-i. 
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15 ^'&Ml7 fj:hmz r^y h y ) T U — yKS^ 

20 T-fo-5o 
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■flilip:*;!'-' 

WO 00/78350 PCT/JPOO/03935 



^T'yl'. 1 (^/c{i2) - u h:';^^/U^dr->^^/l^ji;;<.7"/U. 1 (ifc{i2i 

(Sfcli2) - tV<n!xC/U:;J-drv-3i^/Uzr:;^-7^/U^ 1 (^^c{i2) --^^Ify'l' 

y /U;t=3rv'y ^/u^niXT'/U, 3, 3 - v^V ^/U^^ y yP;rdr->y ^yu^n^T^/W. 
10 1 (^fc(i2) --^^^ y ^yU;^:Sr->:i-^yi-^^7">'U/.t<i:"] , i&mT/i-^/i^^^^i^ 

V ^y (^/cfii/^fcJi h y ) ^^ni&^Tyu^Jr/L-^^^^/u (7t <b 2 - 3 — K 
ai^/Wa^^T^yU^ 2. 2, 2 - K y ^ a nai5^/l^ni;<7"/U/^t-) . i&BTJl-=i^ 

15 y ^/L'^>?.7^yu, ^ h df- >'::i7>'i':1f^/u:?f-=3f v^y 2— yh=^>':*/u 

^feT/U^Jf-ybcn^T^/U^ ( 5 -iS^T/P^ryW- 2 -:d-^y- 1 , 3 - v^:^=3p y — 
-4-'i'yu) {g:^TyUdr/U3iX7^/u [/c<t;t« {5 - ^ ^jU- 2 -:t^y - 1 , 
20 3 - i/^=3f y— /u- 4 --T/u) y ^/bJi^^.T'yw, ( 5 -^^i^yu-- 2 -;d-=^r y- l 
, 3 - -:y:^=^y— /P- 4 --fyU) y ^/Uii:.;;<7^yP, ( 5 _;7'c2 tVl^- 2 -:^=¥ y 
— 1, 3 — v=:^df y— /U- 4 — ^yu) ai5^ybai^7^yi.7j£:t^] ; 

(2) jg;^T7U>Jr-/i.:3i^-7^yl. (/c i: ;t fi* f— yUo^j^T^/l., T y /U^^T^/l^/cf 
) : 

25 (3) i&mT/]^^=./U:J^P^T/U {tit 7L\-l:^^—J\-=i^:^y-Jl^^ x:i \f =^ )V =s- y^y- 
f^^f^t) ; 

(4) ^>/cf < <b 1 fScoiS^/jrgj^S^^Lru^Ttj cti^^y (S7t{iv>"*7t{l 
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3, 4 — v^;^ 4 - t K n 3 , 5- 

5 (5) {J'VcC< i: t 1 f@coii^/^m^S$r^rL-ri^Tt> Jit'^T 1^ — yU^JT^T^^L- (fc 

^ L r <!r # T y I- =ir yu <f ^ {f b n -5 o 

{i->i5' DiS^Tyu^^vj /.iS^mJ^iBttS^fig^'.f rg^Sj <tLTfi. oi^arv- 
. t Kn:ari>, ■|g:^Tyi-='=ir>'/^<!:-;i^^ff <bn-5c 

^ci;}f:^rv^. :/h=^->. -ry:/h^->. ^H^:/h=^->. -<^^yP:^:¥->. 
^/u;^ =ir . ^ ->yb >i- =ir -> if' ^ b -5 o 

^LT. f^T-^yU£O$fig/<f0iJ,b LTfi. i&^TyP;^ / yi^ (fc <t xiJ^d^yu ^ yi^ 
. T-fe^yl', ^ot*:^— yu. ^f^Uyi^. -< V rT''^^ y yi-. ^^Ullyu, -I'yy^uyyb 
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H ^i/:*/!^^— /u, --<>'^/b::^=^>'::^/U/1^— -^^^r v^yU:*":^ v':i&y^J}t■— 
) ; 

15 r->yc3 (C5~C8) TyU^^'J t LTtt, v^i^a-^VT^^, n 

^dr-fe^-^ v-y cj^^^7'>':fo<J:t)^>'y o :*-y 7^ {fib ti -5 c 

^ifJl/cf rs-ya (C7~C8) T/i-:^>'J <i: LTfi. v^y a-^y'^ Vio J;t>*v^ 
y CI y >;OS^{f tjti-So 
tti-Mts: r t'-v/y □^y'y <b Lxti. t'v^y d [2. 2. 1] ^y"y >7'ce<t' 
20 ;dS^{f?>ix5o 

tii-m^j: rt-iyy n-^yT^^/j i: LT(i, f ->yD [2. 2. 1] ^y^^^ (/c 
t^{^t">'yc [2. 2. 1 ] -^y" h- 2 -^>/^<t') 7j:<f;)S^{f'btiSc 

r->yo (C5~C8) T)V^:y^ v^yo (C7~C8) T/l-;*;^, t:'->yn 

^fii^'.f r^^yf^figj i: L-Cli. ^y fcfiv^^fcfi h y ) ry-yu^s^ 
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5 ojg:0Tyl';^>T'fc^) X'^^i^(D, 

it^f^ (II) co^ff^ LV^:Br^^'J{io#'cOii'9 T'fc^ : 

10 /P:^dr-» T'*)?). 
-R" 



(^4^. R" 
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{^^. -A"-{im^-&. - CH, - ^fzii- C O -X'h'O . 




~>^a (C5~C8) T)\^^l^. (C7~C8) TJ^iJl^. 

^> (ct "9^?^ L< {Stfv-i^ a [2. 2. 1] ^Zf'^'^) . Ifi^^ r^^zf'r^ ( 
15 J:'9»^L<{it'v-i^a [2. 2. l]-^:/^^:/. <!r < L < {i t'i/^ n [ 

2. 2. 1 ] ^Z^h- 2-^^^) . 7"N9tKa79>. xh^t K 0^:^:7:11 

_X-A'^'- -X-fi-O-. -S-t>L<f±-N (R'M - (R'Mi 

tK*. iSaTyu:^/!^ (J: «9^*i L< {iC 1 ~C 4 T/i'^/i') T-fcS^^'b L < tiT 
25 v^/v (J; 19^* L< {ifg:^r/i-:^y-r/i'. <!: < (c^^ L < fiC l ~C 4 T^i-:*? y 
^/v) -efo<9) > A' Mi. i&^T/i-^/u (J: L< {iC 1 ~C 4Tyudf/u) 
iJith't Ka=3rv.{£aT/i'^yl- ( J: "9 L < fi t: Kd vC 1 ~C 4 T/U^^U 
) d-b^iSi^TS-'bjltmfcl ~3{® (J:'9»^L<(iH®) £Dig^/j;SmS^^ 
L-CU^-rt> J:V^(g:^TyW=3r ( J: «9 if?* L < tiC 1 ~C 4 T/U=3r u:/. t < i:i 
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it^m (III) (DX'Otti-^Ll^it^mi. (I 1 I -A) (Dit^tmX'^ 

S : 




A" fii&^Tyu^l/V (J; L< ttC 1 ~C 4T/i-#lx^, <?r < fd^f * L 

[3- [ [ (1 S) - 2 - (4, 5 - -:^>'^^/U;^dr-thi/— /u- 2 --r 
yW - 2 D-^dr-tr>'- 1 -^/U] :7iydj^->] g^^^ [ 3 _ [ [ 

(IS) -2- (4, 5 - v^:7 3l:^/^::^-^ri^:/— yl — -2->^^u^ 

®? [ [ (2 R) - 5 - {tlJ\^^^^i^?t hdr-» - 2 - t Kp^v— 1 , 2, 3, 
4-7" h^t KD-:h>' h-2--i'yi.] ^ ^yU] oc^^/i.^ (1 r) _ j _ [ (2 
R) -2- (4, 5 - v=7ai^yU;4-=3ei^y— /u- 2 --f /b) t'o •) 1 
yl'] - 5 -:^yU7jfdr v';' h 1 , 2, 3, 4 -7" h ^ t KD-:^:7^ [ 

3- [ [ (2R) -2- (4, 5- v^7:ii-/U:^^ify— yu- 2--f'yU) t'oy 

-isx*: (I) . (II) isxxj^ (III) (Dit^m^ihmz±M\^tz!m'^(Dit 
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mm<^m^^ : wo 95/1 7393 



mm^^m^-^ ■. wo 97/03973 

( 1 ) g)C'J>N#t^^>^#-^E P578847A. EP548949A. EP542 
10 203Al,EP581l87A:i/cfiEP558062A {^iXh(0<i^U^^\ 

^^(4^. $f^L<«i. Tiest (IV) (Di\:.^mi^fM^(Dm.: 



(2) 7|tSi|#i^#-^U S 5 3 4 8 9 6 9 Cl CD<2^^^5lffl L. zn^^joT^BJ 



^^F?l#-§- : WO 95/24393 
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(3) ia^^^#-^WO 9 8/ 1 3 3 5 6 { Z.(D{^n^3\m L . ^tl^h^X:^ 




(VI) 



n{^iSLfc@#:. i|^@^^^/c^i?^^4: (fc<!r;t{i*^^J. ^i^y YM. Va-^M. 

ij^^ji^m. ^nu ^y-^^ij. w^mm. ^ry^—^i^m. mm. mm. %m. m 
mm ^j: t') (ommx^mm t- ^ -5 o 

t KD:^r->:7^o t'VU7-'>:/>. 7-'>'^vy y h y r^j:., ;^^7K*-:^ K 
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. ^^^j (fc<t ^lii^^^^. ^^>m-r hv ^j^. mm^iti . mmm (tit 

W^AJ^Jc^^-W. iiS. #{4fflft 0 . 0 1mg/kg~50mg/kgT'lBl~ 

D— ->3>-, ^Vujb-J:tJ^i^ y — Act LTS-^-r^iJ-g-fi. o. 0001-10 

10 % ($?^L<(i. 0. 0 1-5%) ^^(^fst^i^K^sai^iH]. mx.\-mB2-b- 

15 LTf^i^-fb-^i^tCfflV^ytN, N-i/:73i— yU:^yv^-<^ [ [ (2R) -5- ( 
id )Vif^^\y :^ Y^'y) - 2 - fc Kd =3r v/- 1 , 2, 3, 4 -7" h ^ t - 2 - 
•r-7=f-/V\ ^^yu] SI^^^#-i-WO 9 5/2 4 3 9 3-^^^{C 

20 HJS^J 1 

;^^->^g<by :^3 0 Om 1 1 ot:{c:i«&iPL. (iR, 3S) -1, 2, 

2 - h y ^^/I'V'iJ' a-<>^>- 1 , 3 - v>;*7/l'^K>'®f( 1 5 0. 0g)^i3D^. 

wmm^-t^o ^faj^asuT'^;*^^. 5~i Q>°cx^m\Lni^ \ se. o 

25 1 5Nprail»fc-t-6 1 O^C) o Sfr^-^^2 0-3 ortd/^iPL. ISfS 

{daSL?:?>65^ 7 0-8 0"C(^?Bli^7K^?^ (^6SSf6. 7 5 g /tK 1 3 5 0 m I) 

;6Sl^-5^{w/.toTV^5r ,t^5t^i-Sc Sl^::M<Sr2 0-3 OtJdJ^iPL. v^^^n 
200ml T-attJ-r-So tK^^v?^ nayi?>750ml T' 2 Ifil^tt 
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ttSL. ^n«b£D-:/^oa^i5'>;i^-g>:b-fr, 2 0%:ftJ^7k^?i^7 5 0 m 1 -r-2[Hl 

) „ hyu^:/ 15 0ml X^m^^^^n^K gl^^SlC h/i.ai^^3 0 0ml 

^^]p;t. i^jj^ra^ 1 ot) T'^B^^^±{::^j|?i-5o i B#rBi)':x±70^{tr o 

?^^MilL, hy\^=^> I 5 Oxn ] X-mt^-t^o ^y^m^^-^^i^L. (IS, 
4R) -4, 7, 7 - h V ^^^^i'- 2 a [2. 2. 

1] ^•^^?>'- 1 -ts)V:!t^:ym & 6. 7 7 g^^fe^H^<!r LT^#^. 
' H — NMR (CD., OD, 6 ) 
10 O. 94 (3H, s) , 1. 09 (6H, s) , 1. 5 4-1. 6 8 ( 1 H, 
m), 1. 90-2. 10 (2H, m). 2. 41-2. 55 (IM, m) 
MAS S (E S I ( + ) ) 
2 2 1. 3 (M+N a ) 
[000 1 ] 

15 mMn2 

i^^^yi-:7^yUi:KT 5 K5 O Om 1 {C^?aT. 1, 2, 3, 4-7"h^ tKD 
- 1 -;^-=3E-y- 5 - t Knr=^'>-t-:7^ l^^ 10 0. 0 g. mV¥Em.iO y '^7.^8 5 

. 2g^^Ap^. eisa^i-t-So wim.x3Qi^fim.w^. ^- ig 

^^)D^. 8 5~9 0t:T'8B#FB^Jg^^|i-rSo S/^^?^^ 1 Otl^TfC^^ill L. tK 1 O 

20 o Om 1 ^:ftDx.-r*^?^MS?;?7 y '>^<^^^(c^fi?-r^o MT> h^uo^vsoo 

mlT-ftbttiL. — tK® ?r 5 O 0 m 1 T'lf*ft 

ai-r-5o h/i-:n>g^-g-t?-frr l N7K^'ft:■:^ h y ^-^7K?^-^5 O Om l 

. 7K5 O Om 1 . 2 0%:ftJg7K5 0 0ml T-)Hl2);:j5fe^-r 5o '^htlfz 5 — <>v? 

yl-:r=5r->- 1 . 2, 3, 4 -7^ K ^ t Kd - 1 -;^^f y-:f-7 ^ U^'cD h/l-^^:^^ 

'H — NMR (CDCI3, 6) 2. 04-2. 17 (2H, m) , 2. 63 ( 
2H, t, J=5. 9) , 2. 96 (2H, t, J=6. 1) , 5. 09 (2 
H, s) , 7. 07 (IH, m) , 7. 2 0- 7. 4 6 (6H, m) , 7. 67 
(1 H, m) 
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MA S S (ESI ( + ) , m/ z ) 

2 7 5. 3 (M+N a ) 
m:W\ 3 

lllfe0'j2-e#btLfc5--<>'v?/l';^-=^>'- 1 , 2, 3, 4-7^h^tKD-l 
5 -;^=3f y^:7^ U'XD h/U^V^?K{.l:3i^y — /U5 0 Om 1 ^^]D;t5o ^^ST. 
TK^-fb^-^m-t- h LI ^A2 3. 3g^;>]Qx.. 1 B^ralil^-r^ (*^7 8t:) o S/^^ 

0 om 1 ^'{ciMT-rSo ^m.-b^u<f^^-^x-m^\^. ■m^'r. \ ^"VomMi^m-r 

h y '^ATK^jKS 0 Om 1 . 2 0%:tig7K^?^5 0 0ml -C'|lM<^i5fe?%^So ^i=^ 
10 nfc5-^V>^yU:^=3r->- 1 , 2, 3, A - y- V =7 \^ Y - \ - -f-^ '^(^ V 

' H-NMR (CDC 1 3. 6) 

1. 6 7-2. 04 (4H, m) , 2. 54-2. 91 (2H, m) , 4. 7 

3 (IH, br) , 5. 04 (2H, s) , 6. 78 ( 1 H, m) , 7. 03 
15 - 7. 4 5 (7H, m) 

MASS (ESI ( + ) , m/z) 
2 7 7. 2 (M+N a ) 
^J!ffe^J4 

mfe0^^|3T-#bn/c5 --O'i/yL'Pi-^^rv'- 1 , 2, 3, 4-7"h^tKD-l 

L. [hi^t^^i 1 ot:{:i/c^-5*T'^i«^fg*-rSo ^(D^ikimmm^i^. 1 s'cj^ 
Ttdj^in-r-So s/^^^s^5%i^^7K^-t- h ^j^Ti^mm^ 0 om k 5%^®e7K 

0-)- h y 'i7A7K^?^5 0 Om 1 , 2 0 %:t:i^7K^?^ 5 0 Om ] T')fW<!fc^?^ LfCo 
^i'lbnfc 5 -^^/v^yJ^^^'rv'- 3, 4-'J\l Y u-)--7 ^ Ul^(D h /^=^l^^^^^. 

' H-NMR (CDC I 6 ) 

2. 23-2. 34 (2H. m) , 2. 86 (2H, t, J=8. 7) , 5. 
05 (2H, s) , 5. 9 8-6. 0 7 ( I H, m) . 6. 43 (1 H, m) 
, 6. 68 (IH, d. J = 7. 4), 6. 79 (IH, d. J = 8. 3). 
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7. 08 (IH, m) , 7. 2 0- 7. 4 5 (5 H, m) 

mmm 5 

5 SL/^/JS^ 2 5°Cl^TT'^JD^^o 2 0~2 1 ^r«m4«}^L. 1 O'CJ^iTt^/^ 

m-r^o Rft^'^^^i^mmi^ti (^--r Kc3-t^/^:7T'l' h-:^- h y "^^^ i o o g +7K 

mit-f- h V ^ J^2 5 g) /tK 1 O 0 0 m 1 ^mX' 2 Ih], 10 %:fei^7KJ^fS 5 0 0 
m U 2 0 %:g:ig7K^f^ 5 0 0ml r-)ii2>:i5fef^-r mhtlfz 4 --Ov'"/U;*-=^r 
i/-la.2, 3, 7 b -7^ t Kn-:^^ h [ 1 , 2 - b ] xf^r I^^CO h^U 

' H-NMR (CDC 1 6 ) 

1. 5 5- 1. 7 9 (IH, m) , 2. 2 8- 2. 4 4 (2H, m) , 3. 0 
5-3. 13 (I H. m) , 3, 73 ( 1 H, m) , 3. 84 ( 1 H, d, J 
= 4. 2) , 5. 06 (2H, S) , 6. 92 ( 1 H, d, J=8. 0) , 7 

15 . O 3- 7. 4 1 (7 H, m) 

MASS (ES I ( + ) , m/z) 
2 7 5. 1 (M + N a ) 
MMM 6 

mmmbX-m^htlfcA l a. 2, 3, 7 b -7^ h ^ t Kn-j- 

20 -^h [1, 2 — b] :^^->U'X7) p — hyU^>':^>'UA^>'^— tK^D 

4^1 1. 7g^iP;t. 8 5 — 9 OtT' 1 BtFB^m^-rSo S/T^?^^ 5 ~ 1 Ottd?^ 

iPL. ^^i^^iiiig-r-5o 5 %j^@f7Km-t- h V ^J^7\<.mm5 o om k tk 
5 o o m K 2 0 %^i^7Kmm 5 0 0ml xmnkmir^-t^o nhrifz 5 — ^>>^ 

' H-NMR (CDC 1 3. 6) 

2. 52 (2H, t. J = 7. 0), 3. 15 (2H, t, J=6. 6), 3 
. 58 (2H, s), 5. 09 (2H. s), 6. 75 (IH, d, J=7. 
6), 6. 85 (IH, d, J=8. 2), 7. 13-7. 46 (6H. m) 
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MA S S (E S I ( + ) . m/z ) 
275. 3 (M+Na) 

m^^r. mmmemhrifcs --<>iy^i':^^iy- 1 , 2, 3, 

5 n- 2 -:i-^y-rz7'^ i^cd hyi'^^^j^f:: K V :^=i-fV7.)Vii-^^y J^b- 
'J Y ^ \ . 5g. t y '>A4 6. & ^-^rn^MK.. 7 5~8 0°C-C 
SB^fsimi^-r-So Kl^M^ 1 5"CJ|^T{^f^^PL. 7K8 7 4m 1 . 2 0%:fetg7K^ 
?S 4 3 7 m 1 T'P«i!>:i5fc?^ ^=fT ^ . ^MtK^l^"^ i/^^ ^ X'^M L . iSili 

mmmm-t^. mmn.-mz.m^:^^}^\ e 4 m i ^ab^t?^^l. -^-mm^ 

^m^^/v^^^^T, -Ty^5■:^;«7^^{CttiA^. i^®|ai5^/H 0 0 O m 1 ^ii/^i" 

4— -7" h7 t Kc;^fc°a [•^•7^? l^^- 2, 2' -;*-^>'^>'] 6 8. 2 5 g ( 
15 ^SM) ^mmfe<D?St^^<!r L-C#-5o 
' H-NMR (CDC I 3, 6) 

1. 88 (2H, t, J = 6. 7) , 2. 76 (2H, s) , 2. 93-3. 

14 (4H, m) , 5. 08 (2H, s) , 6. 73 (2H, d, J = 8. 7 
) . 7. 1 0 (1 H, d, J = 7. 9) , 7. 2 5- 7. 4 7 (5H, m) 
20 MASS (ES I ( + ) , m/z) 

289. 2 (M + Na) 
Ilife0*i8 

5 — <>V'jV:^^^^-\ , 2, 3, 4 -7" t Kn;=!> t°D [-^:7^ 2 
, 2' -^=3rv'7^6 8. 2 5 g (^*fit) (Cv^ h 7 t Kd 7 7 > 1 3 6 5 m 1 
25 , 7K4 1 Om 1 ^Mtl. ^^(C^^if^-ltSc P- h/l^3^>';^yud^>'^— 7lcfD«^4 
. 8 7g^AD;t. 3 0~3 5'Cr'4^rBW4*^i-So S^r-^^^2 OtlilTtwJ^inL 

. 5 %i^®?7K^-t- h y A7K^?s-e p H ^ 7 f^i£{wpes-t-5c. 4 0 rwrx-^^ 

(7"h7tKD77» cOJif^^L. i^^^^/H 0 2 4 m ] T'ttJli-r'So 

^1^® ^20 34 0ml x'&cW L , uimm-^ -^^j^ xn^-^ 
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i^^St- K^l-^>'4 1 Om K n -^:/^>'2 7 3 m 1 ^^3D;t. TO^ZS'CT' 

5 ^ (3 : 2) 1 3 7 m 1 X-gfejf^-rSc "a tK^b^^— (5 

2 - t Kd=^v^- 1 , 2, 3, 4 -X h ^ t Kd^^ h - 2 --r^L') ^ 

(5 -'^>'iy/l^:i-^iy- 2 - h Va ^iy- ^ , 2, 3, 4 -"r h 9 h' -f-Z7 
?^ ^ y —^\^(DUM<\^& • 0 0 g d hyL-^V 3 0 m 1 ^^]P;t. 7 0 
10 ~7 5t:-C^^l;i^)l?-rSo 3 0 5^rH^Je;^±;5-{tX 2 0-2 5'C{^?^SPL (5 5t: 

— 1, 2, 3, 4-7^H^tKa-:h>'h-2-^/i^) p<^y — /i^ 5 . 4 4 g ^ 6 

15 'H-NMR (CDCI3, 6) 

1. 6 9- 1. 9 9 (2H, m) , 2. 04 (2H, br) , 2. 84-2. 

90 (4H, m) , 3. 56 (2H, s) , 5. 06 (2H, s) , 6. 6 

9-6. 76 (2H, m) , 7. 09 ( 1 H, t, J = 7. 9) , 7. 25- 

7 . 4 7 ( 5H, m) 
20 MASS (ESI ( + ) , m/z) 

3 0 7. 2 (M+N a ) 

mmm 9 

^/l^T^yl^AT 5: Kl 2. 5 m 1 ( 5 --<^ v=/U;t=^r->- 2 - t KD=^i/ 
-1, 2, 3. 4-7" t Ko-:h:7 h- 2--r/i-) /U2. 50g. ( 

25 IS, 4 R) -4, 7, 7 - h y ^^/U- 3 -:^=^-y- 2 -^=¥1^ t'v'i^ o [2 
. 2. 1 ] 1 -:*>'P7n>^3. 14g. 4— v/p^ ^/UT 5 / t°y 

o. 32g^im^. ^±izmm-r^. R!tM^5--i ox:i^i^mL. i- (3- 

i^^ =f-J\^T ^J-fxi tVW - 3 -3i^/U;?7/U/i?v=-< 5 K • i^^ig 3 . 7 1 g Sr^JD 
1 ^rBltS^«^-r-5o SJC£^?SJ-7K2 5m 1 g^^i^/U l 2 5m 1 T'ttttl 
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h V '>A7K^?^2 5ml, 2 0%:ti^7K^?^2 5m 1 X^m^kl^l^i^. ^^^@-r 
^^a^{^n ---:^i5'>5 Om I ^:*}Bx., 3 8 m 1 5> * -Ci^^i" 

5o n-^Zf^l^ 1 2. 5m\^Ua^. 2 0 ~ 2 5 "C-t;- mFam^E-r^o b^bW?^ 
5 ^MiiL. n ---:/i5'>2 Om 1 r')5fe?f-r5o -btK^Sb^b^— ^^^L. (IS, 
4 R) -4, 7, 7 - h U /^/U- 3 -^=¥y- 2 -:^=^iM:;"->^ D [2. 2. 
1 ] ^^1^^^- 1 [ (5 2 - t KD=Sf 1 , 

2, 3, 4 t Kci-:^:7 h- 2 --T/U) ^;^7^/U3. 92g^e 

fe^B^Bi: L-C#So 
10 'H— NMR (CDCI3, 6) 

1. 00 (3H, s) , 1. 08 (3H, s) , 1. 13 (3H, s) , 1 

. 6 4- 2. 5 4 (7H, m) , 2. 8 6- 2. 9 0 (4H, m) , 4. 24 
(2H, m) , 5. 07 (2H, s) , 6. 6 8- 6. 7 7 (2H, m) , 

7. 10 (1 H, t, J = 8. 0) , 7. 2 6- 7. 4 6 (5H, m) 
15 MASS (ESI ( + ) , m/z) 

487. 2 (M+Na) 

mmm i o 

X^/— yl^2 1 Om 1 (IS, 4 R) -4, 7, 7 - M; ^ ^/U- 3 -^=¥ 
y- 2 t'->^ D [2. 2. 1 ] ^-T^^^V- 1 -;{7/U;Jt":/^ [ (5 -^V- 
20 v^yl^:t=^>'- 2 - fc Knrdrv^- 1 , 2, 3, 4 -7" h ^ t Kn^-^ h - 2 

) ^^yu] :3z^-7^/b3. 5 0g^AD;t, 7 5 ~ 7 8'C(^#ia ^^{-Jtft?^-^ 

-So 5 o~5 srtc^^spL, m^B^UQ:^. mm.i:ir 3 0 ^mm¥^T ^ m^B^ta 
-r^o ) o ^mm^3 o^^ri\u±A^i-fr 2 5^2 7x:iz;^mL. mi^i^xii^m 
mn-r^, ^^m^m.i&i.. *^+t:^^?y-/i'2 8m i T-gtrt-rso ^tk^^b^ 

25 — ^^itL. (IS, 4R) -4, 7, 7 - h y ^/l— 3 -:<^^ y- 2 -^=3r 
lM:'iyi?u [2. 2. 1] ^^i?^- 1 -;<7/U#>^ [ ( (2R) -S-^O'v? 

2 - t Ka=^->- 1 , 2, 3, 4 - K ^ fc Kn •:^:7 H - 2 /U) 
oc^T^/n. 53g (94%de) COgfe^a^^^So 
Ulig^Jl 1 
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Xt?y— ^W8 4mnc (IS. 4R) - 4, 7, 7 - h U ^ ^/U - 3 - ;*-=^ V 
- Z-yt^-^i^'^y^ a [2. 2. 1 ] ^Zf^l^- 1 -;f7/U7K>'^ [ ( (2 R) - 
5 --<^^v=/U:^=3r->- 2 - t Kd =^ 1 . 2, 3, 4 - 7^ h ^ t K d -t" 7 h - 
2 --C/L') ^^/l^] ^^^x/i' (9 4%d e) 1. 4 0g^AD;^. 7 5~7 8t:i:: 
5 #taL. B^atfffl^^ 1 B#rBia±;6-(tT2 5-2 7''C{^?^i(]t ( 

^JL^y—Jl-l 1 m 1 -^tK^h^^— ^^<tL. (IS, 4R) -4 

, 7, 7 - h y P< ^^l-- 3 -;*-=^ y- 2 -:^=^r1f t'->i:' n [2. 2. 1 ] ^T'^ 
l^- \ -ti/l^TT^^^^ I ( (2R) - 5 --O-i/Vu^^-^^ri^- 2 - t Ko=^->- 1 , 
10 2, 3, 4-7" t Kd^7 h- 2--r^l^) y'^/l'] (9 9%d e) 

1. 2 O g^efe^B^<b LT#5„ 
' H-NMR (CDC 1 6) 

1. 00 (3H, s), 1. 08 (3H, s), 1. 13 (3H, s), 1 

. 6 2-2. 5 4 (6H, m) , 2. 8 4- 2. 9 0 (4H, m) , 4. 24 
15 (2H, s) , 5. 07 (2H, s) , 6. 6 8-6. 7 8 (2H, m) , 
7. 1 0 (IH, t, J = 7. 9) , 7. 2 6- 7. 4 6 (5H, m) 
MASS (ESI ( + ) , m/z) 
4 8 7. 2 (M+N a ) 

mmm i 2 

20 7'h^t°Ko>'^:/80mU —/I- 8 0ml i: tK 6 m 1 cOZ^-a ^1^1- ( 1 

S, 4R) -4, 7, 7 - h y ^^yl— 3 -:^^y- 2 -:^=^r-t^t■v'^5' D [2. 

2. 1 ] ^^^5^^^- 1 -tlJ\^^^l^m [ ( (2 R) - 5 -^>'\yj\^-^^i^- 2 - t 
Kci=3?-i>-l, 2, 3, 4-T- t Kd-:>-7 h- 2--r/i') / ^yu] ^ yi- 

(9 9%de) 8. 0 0 g ^*D;t. tH^}5-r-5o 2 0 ~ 2 5°CT' 2 4 %7K^^Li- h 
25 y !>-tK7K^/^6m I $r?§^.*DL. f^at^Tl B^reltt^i-Sc tK 8 O m 1 ?r^ID ;t . 1 
N^®&7KM-^^fflVNTpH6'-7(::llSi-5c. ^^^i^i^ (t" h ^ t Kd^^^^. 
?^^y—/\y) ^^^ML. 5%i^^7K^-:^ h y ^A7k^^?^8 Om 1 ?rAD;t. 2 0- 
2 StX' 1 BtrBl^^fe-r-Sc. B^Btfff^^?ti§L, 7K8 Om 1 T'Sfer^i-Sc ^tK^h^b^ 
— ^fti^L. ((2R) -5--<>v^/U:^-=^->-2-t Kn'=^r>'- 1, 2, 3, 

24 
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4 -7^ h ^ t Kcr-:h:7 h- 2 --r^W 7^ 7 — ^l^CO dfe^Se^a 4 . 7 0 g 
' H-NMR (CDC 1 6 ) 

1. 7 0- 1. 9 7 (411, m) . 2. 85-2. 91 (4H, m) , 3. 5 
7 (2H, s) , 5. 06 (2H, s) , 6. 7 0-6. 7 6 (2H, m) , 
5 7. 10(1H, t, J = 7. 9), 7. 25-7. 46(5 H, m) 

MA S S (ESI ( + ) xn/ z ) 
307. 2 (M+Na) 

^WS'h 1 3 

t'y V/V2 Om 1 (C ( (2 R) - 5 --<>>^/l-:r=¥>'- 2 - t Y^^'-y- 1 , 
10 2, 3, 4 -7" h ^ t Kc^:7 h- 2 --r/U) ;^ ^ y— /L'4 . 00g^AD;t, 

ilfi-So v=:7 3i^yU;^)yi-/<^ yWi^' a ^-r K9. 7 8 g $r:ftP;t. gS—lOO^CT 

1 4^rBi^m4=-rSo Sfc:>f^^5 5-6 or(c?^*|]L. IpI^sicitt' i?y-/i-4 o 

ml^rgTL, ^ b{::7K2 Om 1 ^r^T-rSo a^a^ff?^^ 2 O ~ 2 5°C{Cl?^ifl L. 
i^jatwT 1 nWil^^-t^. B^Btff/^^iliig 7 -yl-4 0 m 1 . tK 2 0 m I "C 

15 URt^J^Sfer^-f^o -aTKISa^B^-^fti^b. v^7^-yP:^yu^<^ >'|g [ ( (2R) - 

5 '^^^'J>)\^i>r^^y-2-\i Y^^^y- \ , 2, 3, 4 -7^ h ^ t Kd -f^ h - 

2--Y/1') ^^T^/UOefe^^ 6 . 3 2 g $r#-5o 

' H — NMR (CDC 1 :,, 6 ) 

1. 6 5- 1. 8 8 (2I-I. m) , 2. 11 ( 1 H, s) , 2. 74-2. 9 
20 1 (4H, m) , 4. 1 5 (2H, s) , 5. 05 (2H. s) , 6. 65 
(IH, d, J = 7. 7) , 6. 72 (IH, d, J = 7. 9) , 7. 08 ( 

IH. t, J = 7. 9), 7. 19-7. 42 (15H. m) 

MAS S (ESI ( + ) , m/z) 

502. 2 (M+Na) 
25 -^WSA 1 4 

7^ t Y^-7=7:y 1 8 Om 1 ^y— /U6 Om 1 (Dm^^mWi^^'-y'^ ^=-f^ 

il)Vy<x.y^'i ( (2R) - 5 --<>'v^>'l':^=^'>- 2 - t Knr i/- 1 , 2, 3 
^ 4 --7^ t KD•:^:7 h- 2 --fyi^) y ^^x/i-e. 0 0g^AD;tv^ 

!I1S?T>^-'^7A2. 3 7 g/7K 1 8m 1 ^?^St/l 0%P d -C 0 
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. 3 6 g/7Ki 2 m I mmm^m^HQ^. 25 — 3 o°cx-2mr^m:i^^^. 

i^'kWML. Mil L/d 1 0%Pd-C^50 %^ ^ 7 — 12ml -C'i5fe?%-t-?)c. 
?^liaS^g^^:3i^/H 2 0ml X'^iUL. 2 0 %:fei^7K^?S 3 0 m 1 r' 2 

1 ^iJD;tr 6 0 — 6 5t:(;i#i£L. miE.X'n-^y'^^e om i ^ i mm^^nx 
rST^So B^t^f?^^ 3 0 5^rBliiJL±;5^ttT 5- 1 o°C{c?^iPL, mr^i^xim^^m 
^-rSc aWj^^JtigU. n -^:r^>3 Om 1 -egfer%i-5o -aTK^B^H^-^ft 
j^L. ( (2R) -2, 5 - t Ko l , 2, 3 

10 , 4 -7" h ^ t Kci-:^^ h - 2 --ryi-) y^^Ji^^:^'rJ^4. 6 4 g ?r g fe^a^ <!r 

'H-NMR (CD.,OD, 6) 

1. 19-1. 27 (2H, m) , 2. 5 2- 2. 7 5 (4H, m) , 4. O 
9 (2H, d, J = l. 5) , 6. 46 ( 1 H, d, J = 7. 5) , 6. 55 

15 (IH, d, J=7. 9) , 6. 89 ( 1 H, t, J=7. 8) , 7. 19- 
7 . 4 0 ( 1 OH, m) 
MASS (ESI ( + ) , m/z) 
412. 2 (M+Na) 
N, N-i^Z^ z^—j\^:fy^uy<^>m [ [ (2R) -5- (;tf/l'7j?=3r v-^ h=S^-» 

20 - 2 - fc Kn:ari/- 1 , 2, 3, 4 -t" h ^ t K a h - 2 - /W] 7 f^/l-] 
^^T^yi'fi. HJigFU 3T'^#bi^/cN, N - v^':7 :r.^yu:^/w^ 5 [ (2R) 
-2, 5- v^t Ka=irv^- 1 , 2, 3, 4-7"H^tKn^:7K-2--fyU)p' 
^/i^] :n>!:7"yi-;6-bS^.<2i^#-^WO 9 5/2 4 3 9 3^^IE«t^nTl/^6:^r 

25 
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(1) N, N- v^7xnz^/U;t7/U/< 5; [ [ (2R) -5- (;<7/U#=^r 

v^)-2-h:Ki=i^i/-l, 2, 3, 4— 7"h^tKD-:f-7H-2-'l'/i^]7{^ 
/w] 31^7^ car. f^S^^b^i^ <b V ^ 9 ) 
Ki^F'J 1 (db/db-^ ;^>^Jf ^Miij^T^VP) 

5 mm^jmi 

10ilS^(DSi't4C57BL/KsJ db/db-^ ;^ (db/db"^ jo J:l>'^cOcontrolT'S)'5C 

57BL/KsJ {+m/+m-^ ^ P^) ''^t?>CD^^^.^^ V —J^X'm^Lt^. 30 

tK (vehicle) ^ y > v-J:: <t . U ^ U-^?' :/:7 ^ yUJ^^J^il tt 1 B 1 [hIM 

15 ttlL/Co 

db/db-^ ^ -7. (Dm%'^m\-i.'K>m\\'^m%.-mm^ t?-r l ^ ottM 
*m (p<o.o5) ;:fM;5'-ig«^ibnfce mmrmmB c^wiuf^Miso^) coMmmm 

-eit^i--5 <!rvehicle^^i¥-Ctt73%(D^/J-. 0. 01%io J:t/0. 1 b-S-i^^^S? 
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&mmm. mmmm (^ft<t-) , ^^m^^mm. Tmmm. mmmi±mm.ti:tiis 
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5. t h^^c{i®j^(ciott5J^J»««*fc(ilff«Oi^R^i5J:t//*fi{lf^i^fflM 



-Q' -{i 



5 ^Jo 
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5 II) ^fznmmtLxwfn^ti^'t(D^X'^^t:.^<Dm>i^^.\^tiit2mm 



15 >'T-fc«9. 

-R" 
20 o 



25 N^fcfiCHT'fcS) . *fc(i. 



10 






-A'-{i 
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0 0 O 

II II II 

— O— C— . — O— C— NH— ttzli — N— C— O— 




10 -t?*)?)o ] 

5. y ^^cij^^y ^ K-^o^^i?''^>v^> I 2 T=?"^>^ h^^Tte— ( 
III) ^fcfiSmt L-crF^$nS^coi^T-fcS r ^(OiijJ^^l *fc{±2|E 

15 

[^4^. R' '{i*/i-#=^v-*fclimi$tL/c:^/i'jJ<=^->T'fc«9 . 

. o-o.oo.oo 
*"* oo 
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-A"'-ti 




10 v^i^a (C5~C8) TfV^l^^ ->i^D (C7~C8) T/U t'v'^ o^:/ 

-X-A'^'- (^tfi^ _x-{i-0-. -S-^fcfi-N (R'^) - (R'MiTK 

20 (1) [3- [[ (IS) -2- (4, ^-^^^ =r^=-jV^^-^-/—f\^-1-^ fV 

(2) [3- [ [ (1 S) - 2- (4, 5- v'■^3.^y^7^=^r■t^y'— yu- 2--r>'l- 

(3) N, N- v^:7^-yu;<7yU/<$ >^ [ [ (2R) -5- {ts :A 

25 - 2 - t Kudf-v'- 1 , 2, 3. 4 -7^ h ^ t 2 --T/U] ^ ^ 

(4) ( 1 R) - 1 - [ (2 R) - 2 - (4, 5 - /I — 2 
-^yl') fc°a y v=>- 1 --T/V] - 5 -*/U^'='rv'^ h^r->- 1 , 2, 3, 4- 
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(5) [3-[[(2R)-2-(4, 5 - v^:7;x.^/u:t=3f-ify-^i — 2--r/u 

o 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following reasons: 



1. ^ Claims Nos.: 8 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 8 pertains to methods for treatment of the human body by therapy and 
thus relates to a subject matter which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and Rule 
39,l(iv) of the Regulations \ander the PCT, to search. 

2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such a 
extent that no meaningful international search can be carried out, specifically: 



3. □ Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority fotmd multiple inventions in this international application, as follows: 



1 . □ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. n No required additional search fees were timely paid by the applicant Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remaric on Protest Q The additional search fees were accompanied by the applicant's protest 
I { No protest accompanied the payment of additional search fees. 
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International application No. 

PCT/JPOO/03935 


International filing date {day/month/year) 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



I I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
' — ' been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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28 March 2001 (28.03.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
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[NARY EXAMINATION REPORT ^ 



^mational application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT l~ PCT/JPOO/03935 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[Xj the international application as originally filed 

I I the description: 

pages , as originally filed 

pages ^ , filed with the demand 

pages , filed with the letter of 

I I the claims: 

pages , as originally filed 

pages » ^ amended (together with any statement under Article 19 

pages , filed with the demand 

pages ^ filed with the letter of 

I I the drawings: 

pages , as originally filed 

pages , filed with the demand 

pages ^ f^led with the letter of 

I I the sequence listing part of the description: 

pages ^ as originally filed 

pages , filed with the demand 

pages , filed with the letter of 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

□ 

filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form. 
I I furnished subsequently to this Authority in computer readable form. 

□ 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

I I the claims, Nos. 



□ 

the drawings, sheets/fig . 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17), 

** Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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aiional application No, 

PCT/JPOO/03935 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

the entire international application. 

claims Nos. 8 



because: 



the said international application, or the said claims Nos. 



8 



relate to the following subject matter which does not require an international preliminary examination (specif): 

See supplemental sheet for continuation of Box III. 1. 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 8 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



I I the written form has not been furnished or does not comply with the standard. 

I [ the computer readable form has not been furnished or does not comply with the standard. 
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Continuation of: III . 



1. 



Claim 8 pertains to methods for treatment of the 
human body by therapy, and thus relates to subject matter 



which does not require international preliminary 
examination by this International Preliminary Examining 
Authority, under the provisions of PCT Article 
34(4) (a) (i) and PCT Rule 67 (iv) . 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 


citations and explanations supporting such statement 


1 . Statement 




Novelty (N) 


Claims 1-7 YES 




Claims I^q 


Inventive step (IS) 


Claims YES 




Claims 1-7 NO 


Industrial applicability (lA) Claims ^ ^ YES 




Claims NO 


2. Citations and explanations 


Document 1 : 


WO, 98/13356, Al (Takeda Chemical Industries 




Ltd.), 2 April 1998 (02.04.98); whole text. 




especially page 48, line 32 & JP, 10-152480, 




A 6t EP, 929534, Al 


Document 2 : 


WO, 95/17393, Al (Fujisawa Pharmaceutical 




Co., Ltd.), 29 June 1995 (29.06.95) & EP, 




736018, Al & JP, 9-506894, A & US, 6025375, A 


Document 3 : 


WO, 95/24393, Al (Fujisawa Pharmaceutical 




Co., Ltd.), 14 September 1995 (14.09.95) & 








5763489, A 


Document 4 : 


WO, 97/3973, Al (Fujisawa Pharmaceutical Co., 




Ltd.), 6 February 1997 (06.02.97); whole 




text, especially page 26, line 11 & EP, 




842161, Al & JP, 11-509191, A & US, 5972965, 


Document 5: 


A 

EP, 578847, Al (Ono Pharmaceutical Co., 




Ltd.), 19 January 1994 (19,01.94) & JP, 4- 




34358, A 


Document 6: 


EP, 548949, A2 (Ono Pharmaceutical Co., 




Ltd.), 30 June 1993 (30.06.93) & JP, 5- 




178832, A & US, 5461045, A 


Document 7 : 


EP, 542203, A2 (Ono Pharmaceutical Co., 




Ltd.), 19 May 1993 (19.05.93) & US, 5344836, 
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A & JP, 6-72978, A 
Document 8: EP, 581187, Al (Ono Pharmaceutical Co., 

Ltd:'), 2 February 1994 (02.02.94) & JP, 6- 

87811, A & US, 5480998, A 
Document 9: EP, 558062, A2 (Ono Pharmaceutical Co., 



Ltd.), 1 September 1993 (01.09.93) & JP, 6- 
56744, A & US, 5378716, A 
Document 10: Database MEDLINE on STN, Document No. 

97066272, N. M. Battal et al., "Reduction of 
progressive burn injury by a stable 
prostaglandin 12 analogue, beraprost sodium, 
abstract (see Burns, Vol. 22, No. 7 (1996), 
pp. 531-538) 

Document 11: JP, 4-243827, (Sumitomo Pharmaceuticals Co., 
Ltd.), 31 August 1992 (31.08.92) (Family: 
none) 



Explanation 

Document 1, in the designated portion, discloses a 
non-prostanoid prostaglandin I2 agonist with a therapeutic 
effect on decubitus. Moreover, the Japanese publication in 
the same patent family as Document 1, page 55, right 
column, lines 15-24, also discloses therapeutic 
effectiveness for diabetic gangrene and ulcers. Therefore, 
use of a non-prostanoid prostaglandin I2 antagonist 
disclosed in Document 1 for treating these conditions is 
obvious to a person skilled in the art from said 
disclosures, and the invention as described in Claims 1, 2 
and 7 does not involve an inventive step. 

Document 4, page 26, line 11, discloses a non- 
prostanoid prostaglandin I2 agonist equivalent to that 
described in Claims 5 and 6 has a therapeutic effect on 
bedsores. Therefore, use of a non-prostanoid prostaglandin 
I2 agonist described in Claims 5 and 6 for treating this 
condition is obvious to a person skilled in the art from 
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said disclosure, and the invention as disclosed in Claims 



Document 1 discloses the therapeutic effect of a 
prostaglandin I2 agonist on decubitus and its therapeutic 
effectiveness against diabetic gangrene and ulcers; 
therefore, taking other prostaglandin I2 agonists 
disclosed in Documents 2-9 with the same action as the 
prostaglandin I2 agonist in Document 1 and using them for 
the same therapeutic application is obvious to a person 
skilled in the art, and the invention described in Claims 
1-7 does not involve an inventive step. 

Documents 2, 10 and 11 disclose peripheral 
circulatory insufficiency as a causative factor of skin 
ulcers and decubitus, and treatment of these conditions by 
administration of a prostaglandin analogue or 
prostaglandin agonist; therefore administration of a 
substance known to have a similar effect on the peripheral 
circulation, as disclosed in Documents 3 and 4, is obvious 
to a person skilled in the art, and the invention 
described in Claims 1-7 does not involve an inventive 
step . 



1/ 2, 5, 6 and 7 does not involve an inventive step. 
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A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl^ A61K45/00, 31/421, 31/422, 31/27, 31/428, 
A61P17/02 

According to International Patent Classification (IPC) or to both national classification and IPC . 


B. FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl^ A61K45/00, 31/4-21, 31/422, 31/27,. 31/428 


Documentation searched other than minimum documentation to the extent that such documents are included m the ^^^^^^^arched 
Jitsuyo Shinan Koho 1940-1992 Toroku Jitsuyo Shxnan Koho 199^-1996 
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Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
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02 April, 1998 (02.04.98), 
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& jJP, 10-152480, A & EP, 929534, Al 

WO, 95/17393, Al (FUJISAWA Pharmaceutical Co. Ltd.), 
29 June, 1995 (29.06.95) 
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EP, 578847, Al (ONO Pharmaceutical Co., Ltd.), 
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Internationa) application No, 

PCT/JPOO/03935 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



IXl Claims Nos.: 8 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 8 pertains to methods for treatment of the human body by therapy and 
thus relates to a subject matter which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the POT and Rule 
3 9.1 (iv) of the Regulations under the PCT, to search. 

I I Claims Nos.: ^ ^ ^ . 

because they relate to parts of the international application that do not comply with the prescnbed requirements to such an 
extent that no meaningful intemational search can be carried out. specifically: 



3. n Claims Nos.: t £.Ar \ 
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